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Compound 2
The synthesis route of compound 2 is indicated in Scheme S2. 230.26 mg of 1-pyrenealdehyde was refluxed with 80.44 mg (1.1 eqv.) of butylamine in methanol to afford the desired Schiff base N-((pyren-6-yl) methylene) butane-1-amine in 80% yield. The Schiff base was reduced by gradual addition of NaBH 4 in its methanolic solution to obtain N-((pyren-6-yl) methyl) butane-1-amine. Compound 2 was directly synthesized from N-((pyren-6-yl) methyl) butane-1-amine by refluxing it with 1-chloromethyl (pyridine hydrochloride) in the presence of K 2 CO 3 in CH 3 CN for 48 hours. Crude product was purified by column chromatography with 68% yield. Scheme S2. Synthesis route of compound 2.
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Bacterial Strains and Growth Conditions
The target bacterial strains consisted of Gram- 
Stock Solutions of Synthetic Amphiphiles
Stock solution of compound 1 and compound 2 (10 mg/mL each) were prepared in DMSO and stored at -20 o C. From the stock, amphiphile solutions were freshly reconstituted to the concentrations required for the specific experiments.
Screening of Antibacterial Activity of Synthetic Amphiphiles
Bactericidal activity of the amphiphiles was ascertained against a group of Gram-positive and Gram-negative bacteria as mentioned in section 3.0. Target bacterial strains were grown in requisite growth media in presence of varying concentrations of compound 1 or compound 2 (50 µg/mL and 100 µg/mL each) for 24 h. The growth of amphiphile-treated bacterial cells was determined by recording the absorbance at 600 nm from replica samples in a spectrophotometer (CARY 300 Bio, Varian) and was expressed as percentage growth compared to control (untreated cells). 
Mode of Action of Compound 1
The following experiments were conducted to determine the mechanism of action of with excitation and emission slit width set at 10 nm each. In a parallel set, cells treated with valinomycin (30 μM) were used as positive control. All fluorescence measurements were taken for three independent experimental samples.
cFDA-SE Leakage Assay
PI Uptake Assay
A stock solution of PI (1.5 mM) was prepared in sterile MilliQ water and stored at 4 o C. 
DNA Binding Studies with Amphiphiles
UV-visible Spectroscopy
A stock solution of CT-DNA was prepared in sterile nuclease-free MilliQ water and the molar extinction coefficient value of 6600 M -1 cm -1 at 260 nm was used to determine the molarity of DNA. [3] In separate sets of experiments, varying concentrations of CT-DNA S8 (0.06 µM-0.6 µM) was added drop-wise to either compound 1 or compound 2 (5.0 µM each), mixed gently and then the absorbance of the solution was recorded in a spectrophotometer (CARY 300 Bio, Varian) in scanning mode from 235 nm to 600 nm.
Control samples consisted of only DNA solution or amphiphiles. Absorbance measurements were acquired from three independent experimental samples. The binding constants (K b ) for compound 1 and compound 2 were determined by monitoring the change in absorbance at 260 nm with increasing concentration of DNA and calculating the ratio of the slope to the y intercept in the plots of [DNA]/(ε a − ε f ) versus [DNA] . [4] 
Fluorescence Spectroscopy
For the fluorescence emission spectroscopic measurements, varying concentrations of CT-DNA (15 nM-75 nM) prepared in sterile nuclease-free MilliQ water was added drop-wise to separate sets of compound 1 and compound 2 (150 nM each). The contents of the tubes were gently mixed and then the fluorescence emission spectra of the samples were recorded in a spectrofluorometer (FluoroMax-3, HORIBA) in a scanning mode from 360 nm to 600 nm by setting the excitation wavelength at 340 nm. The scan rate was set at 1s/nm and the excitation and emission slit width were kept as 1nm and 5 nm, respectively. Control samples consisting of only DNA solution or amphiphiles were also included in the experiments.
Fluorescence measurements were obtained from three independent experimental samples.
Ethidium Bromide (EtBr) Displacement Assay
Several sets of CT-DNA solution (0.75 µM) was incubated with 0.15 µM EtBr solution for 30 min in an amber color microcentrifuge tube. The fluorescence emission spectra of the resulting solution was measured in a spectrofluorometer (FluoroMax-3, HORIBA) in scanning mode from 530 nm to 720 nm (scan rate of 1s/nm, slit width 1/5) by exciting at 515 nm. Subsequently, varying concentrations of compound 1 or compound 2 (0.3 µM-4.5 µM of each amphiphile) were gradually dispensed into the tubes, incubated for 5 min at room temperature and then the fluorescence emission spectra of the samples were again recorded in scanning mode from 530 nm to 720 nm by setting the excitation wavelength at 515 nm in a spectrofluorometer. Emission spectra were also recorded for DNA-bound EtBr alone in the absence of the amphiphiles. Fluorescence measurements were obtained from three independent experimental samples. The quenching constant (K q ) for compound 1 and compound 2 was determined from a standard Stern-Volmer plot. [4] S9 10.0 Plasmid DNA Cleavage Studies E. coli DH5α cells harbouring pUC18 plasmid DNA were grown overnight in Luria-Bertani (LB) broth in presence of 100 µg/mL ampicillin and pUC18 plasmid DNA was then isolated from the cells using a plasmid DNA isolation kit (Sigma-Aldrich, USA) following the manufacturer instructions. The concentration of plasmid DNA was determined by measuring the absorbance at 260 nm. To determine DNA cleavage activity of the amphiphiles, purified pUC18 plasmid DNA (60 µM) was taken in sterile nuclease-free MilliQ water and incubated with varying concentrations of compound 1 or compound 2 in separate sets (6.0 µM, 12 µM, 18 µM, 24 µM and 30 µM of each amphiphile) for 1h at 37 o C. Cleavage reactions were also performed in the presence of NaN 3 and DMSO as described in an earlier study. [5] Following incubation, the cleavage reactions were terminated by adding loading dye (0.05% bromophenol blue, 50% glycerol and 2 mM EDTA) to the reaction mixture. The samples were then analyzed by agarose gel (0.8%) electrophoresis followed by staining the gel with EtBr solution and the DNA bands were visualized in a gel documentation system (Gel Doc XR + System, Bio-Rad). Quantification of band intensity was accomplished by ImageJ analysis (http://rsb.info.nih.gov/ij/).
Plasmid DNA Cleavage and Ligation Studies
In separate sets of experiments, cesium chloride purified pUC18 plasmid DNA (1.0 µg) was incubated with either EcoRI enzyme (Fermentas, Lithuana) or compound 1 (30 µM) at 37 o C for 1h. A negative control sample was also included, which consisted of pUC18 plasmid DNA alone. The reaction mixtures were then purified using a PCR purification kit (SigmaAldrich, USA). Cleavage of pUC18 plasmid DNA by EcoRI enzyme and compound 1 was verified by agarose gel electrophoresis of the samples. Subsequently, ligation reactions were set up with compound 1-treated plasmid DNA, EcoRI-treated plasmid DNA and untreated plasmid DNA (50 ng of plasmid DNA in each) using T4 DNA ligase (New England Biolabs) at 16°C for 16h. Negative control experiments of the same samples in the absence of T4 DNA ligase enzyme were also set up in parallel. The ligation reaction mixtures were used to transform E. coli DH5α cells following a previously described protocol. [6] The transformed colonies were enumerated to measure transformation efficiency. 
Cleavage of Intracellular Plasmid DNA by Compound 1
Overnight grown cells of E. coli DH5α harbouring pUC18 plasmid DNA were harvested by centrifugation, washed twice with sterile PBS and resuspended in the same. In two separate sets, either polymyxin B (0.5 g/mL) or compound 1 (45 M) was added to the cell suspensions of E. coli DH5α. At two different time periods of 3h and 6h, the cells were centrifuged, washed twice with sterile PBS and then pUC18 plasmid DNA was isolated from the cells using the plasmid DNA isolation kit (Sigma-Aldrich, USA). A control sample consisting of E. coli DH5α cells alone was also subjected to the same experimental conditions. pUC18 plasmid DNA isolated from all the samples were analyzed by agarose gel electrophoresis.
Cytotoxicity Assay for Compound 1
The in vitro cytotoxic potential of compound 1 was tested on human cervical carcinoma Fig. S12B, Fig. S13B ) b Quenching constant (K q ) for compound 1 and compound 2 were determined from Stern-Volmer plot (ESI †, Fig. S12D, Fig. S13E) 
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